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Acetamide, N- [2- [1- ( 3-ethoxy-4-methoxyphenyl ) -2- (methylsulf onyl ) ethyl] -2, 3- 
dihydro-1 , 3-dioxo-lH-isoindol-4-yl] - 
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IN Acetamide, N- [ 2- [ ( IS ) -1- ( 3-ethoxy-4-methoxyphenyl ) -2- 

(methylsulf onyl ) ethyl] -2, 3-dihydro-l , 3-dioxo-lH-isoindol-4-yl ] - 
MF C22 H24 N2 07 S 

Absolute stereochemistry. Rotation (+) . 
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IN Acetamide, N- [ 2- [ ( 1R) -1- ( 3-ethoxy-4-methoxyphenyl ) -2- 

(methylsulf onyl) ethyl] -2, 3-dihydro-l, 3-dioxo-lH-isoindol-4-yl ] - 
MF C22 H24 N2 07 S 

Absolute stereochemistry. Rotation (-) . 
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ANSWER 1 OF 10 CAPLUS COPYRIGHT 2008 ACS on STN 

Compositions comprising selective cytokine inhibitory drugs for treatment 
and management of macular degeneration and Methods of using thereof 
Methods of treating, preventing and/or managing macular degeneration are 
disclosed. Specific embodiments encompass the administration of a 
selective cytokine inhibitory drug, or a pharmaceutical^ acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery. Pharmaceutical 
compns., single unit dosage forms, and kits suitable for use in methods of 
the invention are also disclosed. Thus, patients with macular 
degeneration received conventional therapy with verteporfin and 
(+) -2- [1- (3-ethoxy-4 methoxyphenyl ) -2-methylsulf onylethyl ] -4 
acetylaminoisoindoline 1,3-dione in an amount of about 20 mg/day as an 
adjuvant for 20 wk . The neovascular cascade was sufficiently hindered in 
those patients to indefinitely prolong the effects of the photodynamic 
therapy . 
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Compositions comprising selective cytokine inhibitory drugs for treatment 
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L5 ANSWER 2 OF 10 CAPLUS COPYRIGHT 2008 ACS on STN 

TI Methods of the treatment or prevention of exercise-induced asthma using 
(+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl ] -4- 
acetylaminoisoindoline-1 , 3-dione 

AB Methods of treating, managing or preventing exercise-induced asthma are 
disclosed. Specific methods encompass the administration of 



(+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl ] -4- 
acetylaminoisoindoline-1 , 3-dione alone or in combination with a second 
active agent. Pharmaceutical compns . and single unit dosage forms are 
also disclosed. 
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TI Methods of the treatment or prevention of exercise-induced asthma using 
(+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl ] -4- 
acetylaminoisoindoline-1 , 3-dione 

IN Muller, George W.; Schafer, Peter H.; Rohane, Patricia E. W. 

PA Celgene Corporation, USA 

SO U.S. Pat. Appl. Publ., 32pp., Cont . -in-part of U.S. Ser. No. 106,142. 
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TI Methods of the treatment of psoriatic arthritis using ( + ) -2- [ 1- ( 3-ethoxy 
methoxyphenyl ) -2-methylsulf onylethyl] -4-acetylaminoisoindoline-l , 3-dione 

AB Methods of treating, managing or preventing psoriatic arthritis are 
disclosed. Specific methods encompass the administration of 
(+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl ] -4- 
acetylaminoisoindoline-1 , 3-dione alone or in combination with a second 
active agent. Pharmaceutical compns. and single unit dosage forms are 
also disclosed. 
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methoxyphenyl ) -2-methylsulf onylethyl] -4-acetylaminoisoindoline-l , 3-dione 
IN Muller, George W.; Schafer, Peter H.; Rohane, Patricia E. W. 
PA Celgene Corporation, USA 
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L5 ANSWER 4 OF 10 CAPLUS COPYRIGHT 2008 ACS on STN 

TI Preparation of substituted phenethyl sulfones and methods of reducing 
TNFa levels 




AB The title compds . I [Y = CO, CH2 , S02, CH2C(0); R1-R4 = H, halo, alkyl, 
alkoxy, etc.; R5, R6 = H, alkyl, alkoxy, CN, etc.; R7 = OH, alkyl, Ph, 
etc.], useful for reducing TNFa levels and treating inflammatory and 
autoimmune diseases, were prepared and formulated. E.g., a 2-step synthes 
of 2- [1- ( 3-ethoxy-4-methoxyphenyl ) -2-methylsulf onylethyl ] isoindolin-l-one, 
starting from di-Me sulfone and 3-ethoxy-4-methoxybenzaldehyde, was given. 
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TI Preparation of substituted phenethyl sulfones and methods of reducing 

TNFa levels 
IN Man, Hon-Wah; Muller, Gee 
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TI Methods of using and compositions comprising selective cytokine inhibitory 
drugs for treatment and management of macular degeneration 

AB Methods of treating, preventing and/or managing macular degeneration are 
disclosed. Specific embodiments encompass the administration of a 
selective cytokine inhibitory drug, or a pharmaceutically acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery. Pharmaceutical 
compns., single unit dosage forms, and kits suitable for use in methods of 
the invention are also disclosed. Patients with macular degeneration were 
treated by photodynamic therapy with verteporfin alone, or with the addition 
of 20 mg/day of selective cytokine inhibitory drug (+) -2- [1- (3-ethoxy-4 
methoxyphenyl ) -2-methylsulf onyl ethyl ] -4 acetylaminoisoindoline 1 , 3-dione . 
The neovascular cascade is sufficiently hindered in the group receiving 
(+) -2- [1- (3-ethoxy-4 methoxyphenyl) -2-methylsulf onylethyl ] -4 
acetylaminoisoindoline 1, 3-dione to indefinitely prolong the effects of 
the photodynamic therapy. 
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TI Methods of using and compositions comprising selective cytokine inhibitory 

drugs for treatment and management of macular degeneration 
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PA USA 
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TI 


Use of (+)- 


2-[l- 


-(3- 


ethoxy-4-methoxyphenyl ) -2-methylsulf onyl ethyl ] -4- 



acetylaminoisoindoline-1 , 3-dione and compositions thereof for inhibiting 
TNF-a production and PDE4 activity 
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AB The invention discloses stereomerically pure ( S ) -2- [ 1- ( 3-Ethoxy-4- 

methoxyphenyl ) -2-methylsulf onylethyl ] -4-acetylaminoisoindoline-l , 3-dione 
(+)-I, substantially free of its (-)-isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns . comprising (+)-I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a (TNF-a) or the inhibition of phosphodiesterase IV 

(PDE4) are also disclosed. Examples include the synthesis and resolution of 
(+)-I, thirteen bioassays, an aqueous solubility study, and three formulations. 
For instance, 3-nitrophthalic acid was hydrogenated using 10% Pd/C in EtOH 
to give the amine (84%), which was condensed with Ac20 to afford 
3-acetamidophthalic anhydride (61%) . Reaction of the phthalic anhydride 
with 1- ( 3-ethoxy-4-methoxyphenyl ) -2- (methylsulf onyl ) ethylamine to give I 
(59%), followed by resolution with N-acetyl-L-leucine in MeOH provided (+)-I 
(90% recovery, 98.4% ee). The latter inhibited LPS-induced TNF-a 
production by human whole blood and PDE4 activity with IC50 values of 294 nM 
and 73.5 nM, resp. (+)-I showed >500-fold to >40, 000-fold selectivity for 
PDE4 over PDE1, PDE2, PDE3, PDE5, and PDE6 . In addition, (+)-I suppressed 



LPS-induced lung neutrophilia in conscious ferrets with an ED50 of 0.8 
mg/kg. Thus, (+)-I and its pharmaceutical compns. are useful for treating 
and/or preventing cancer, depression, and a variety of allergic, 
inflammatory, and autoimmune disorders (no data) . 
2003:777583 CAPLUS «LOGINID : : 20080219» 
139:296870 

Use of (+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl ] -4- 
acetylaminoisoindoline-1 , 3-dione and compositions thereof for inhibiting 
TNF-a production and PDE4 activity 

Schafer, Peter H.; Muller, George W.; Man, Hon-Wah; Ge, Chuansheng 
Celgene Corporation, USA 
PCT Int. Appl., 57 pp. 
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TI Use of (-) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl ] -4- 

acetylaminoisoindoline-1 , 3-dione and compositions thereof for inhibiting 
TNF-a production and PDE4 activity 

GI 




AB The invention discloses stereomerically pure (R) -2- [1- (3-Ethoxy-4- 

methoxyphenyl ) -2 -methyl sul fonylethyl ] -4-acetylaminoisoindoline-l , 3-dione 
(-)-I, substantially free of its (+)-isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns. comprising (-)-I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a (TNF-a) or the inhibition of phosphodiesterase IV 

(PDE4) are also disclosed. Examples include the synthesis and resolution of 
(-)-I, seven bioassays, an aqueous solubility study, and three formulations. 

For 

instance, 3-nitrophthalic acid was hydrogenated using 10% Pd/C in EtOH to 
give the amine (84%), which was condensed with Ac20 to afford 
3-acetamidophthalic anhydride (61%) . Reaction of the phthalic anhydride 
with 1- (3-ethoxy-4-methoxyphenyl) -2- (methylsulf onyl) ethylamine to give I 
(59%), followed by resolution with N-acetyl-D-leucine in MeOH provided (-)-I 
(90% recovery, 98.4% ee) . The latter inhibited LPS-induced TNF-a 
production by human whole blood and PDE4 activity with IC50 values of 371 nM 
and 611 nM, resp. (-)-I showed >45-fold to >39, 000-fold selectivity for 
PDE4 over PDE1, PDE2, PDE3, PDE5, and PDE6 . Thus, (-)-I and its 
pharmaceutical compns. are useful for treating and/or preventing cancer, 
depression, and a variety of allergic, inflammatory, and autoimmune 
disorders (no data) . 

AN 2003:777582 CAPLUS <<LOGINID: : 20080219>> 
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TI Use of (-) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl] -4- 

acetylaminoisoindoline-1 , 3-dione and compositions thereof for inhibiting 
TNF-a production and PDE4 activity 

IN Schafer, Peter H . ; Muller, George W.; Man, Hon-Wah; Ge, Chuansheng 

PA Celgene Corporation, USA 
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TI Interactions between myeloma and endothelial cells and the effects of 
thalidomide and its analogues 

AB Modeling the situation observed in vivo, the authors examined the effects 
thalidomide and its analogs in co-cultures of myeloma and endothelial 
cells. It was found that myeloma cells in co-culture had significantly 
lower levels of CC-10004- and CC-1 0 8 8-induced apoptosis than those 
cultured alone. Interestingly, basal apoptosis was also lower in 
RPMI-8226/S co-cultured with endothelial cells compared to myeloma cell 
culture. The authors' data suggest that myeloma/endothelial cell 
interactions in co-culture have a significant protective effect on both 
basal and drug-induced levels of apoptosis in myeloma cells. 

AN 2003:649755 CAPLUS <<LOGINID: : 20080219>> 

DN 140:228565 

TI Interactions between myeloma and endothelial cells and the effects of 

thalidomide and its analogues 
AU Molostvov, G.; Morris, A.; Rose, P.; Basu, S. 
CS University of Warwick, Coventry, UK 

SO Free Papers - Annual Meeting of the European Haematology Association, 7th 
Florence, Italy, June 6-9, 2002 (2002), 263-266 Publisher: 
Monduzzi Editore, Bologna, Italy. 
CODEN: 69EIOR; ISBN: 88-323-2606-X 

DT Conference 

LA English 

RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L5 ANSWER 9 OF 10 CAPLUS COPYRIGHT 2008 ACS on STN 
TI Preparation of substituted phenethylsulf ones for reducing TNFa 
levels 
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AB The title compds . [I; the carbon atom designated "*" constitutes a center 
of chirality; Y = CO, CH2< CH2CO; R1-R4 = H, halo, alkyl, etc.; R5, R6 = 
H, alkyl, alkoxy, etc.; R7 = OH, alkyl, Ph, etc.] which reduce the levels 
of TNFa and inhibit PDE IV in a mammal (no data) , were prepared and 



formulated. Typical embodiments are 2- [1- (3-ethoxy-4-methoxyphenyl ) -2- 
methylsulf onylethyl] -4-aminoisoindoline-l , 3-dione and 2-[l-(3- 
cyclopentyloxy-4-methoxyphenyl ) -2-methylsulf onylethyl ] isoindoline-1 , 3- 
dione . 
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levels 
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TI Preparation of substituted phenethylsulf ones and method of reducing 
TNFa levels 

GI 




AB The title compds . [I; the carbon atom designated * constitutes a center of 
chirality; Y = S02, CO, CH2; R1-R4 = H, halo, alkyl, etc.; R5, R6 = H, 
alkyl, alkoxy, etc.; R7 = OH, alkyl, Ph, etc.], useful in reducing the 
levels of TNFa and inhibiting PDE IV (no data) , were prepared and 
formulated. Typical embodiments are 2- [ 1- ( 3-ethoxy-4-methoxyphenyl ) -2- 
methylsulf onylethyl ] -4-aminoisoindoline-l , 3-dione and 2-[l-(3- 
cyclopentyloxy-4-methoxyphenyl ) -2-methylsulf onylethyl ] isoindoline-1 , 3- 
dione (prepns. were given). 
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TNFa levels 
IN Muller, George W.; Man, Hon-Wah 
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=> d his 

(FILE 'HOME' ENTERED AT 08:01:56 ON 19 FEB 2008) 

FILE 'REGISTRY' ENTERED AT 08:02:03 ON 19 FEB 2008 
LI STRUCTURE UPLOADED 

L2 0 S LI 

L3 3 S LI FAM FULL 

FILE 'CAPLUS' ENTERED AT 08:02:39 ON 19 FEB 2008 
L4 19 S L3 

L5 10 S L4 AND (PY<2003 OR AY<2003 OR PRY<2003) 

=> log hold 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 35.94 106.26 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -8.00 -8.00 



SESSION WILL BE HELD FOR 120 MINUTES 
STN INTERNATIONAL SESSION SUSPENDED AT 08:03:19 ON 19 FEB 2008 

Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOG IN ID : SSPTAEX01623 

PASSWORD: 

****** RECONNECTED TO STN INTERNATIONAL ****** 
SESSION RESUMED IN FILE ' CAPLUS ' AT 08:39:00 ON 19 FEB 2008 
FILE 'CAPLUS' ENTERED AT 08:39:00 ON 19 FEB 2008 
COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
35.94 

SINCE FILE 
ENTRY 
-8.00 



TOTAL 
SESSION 
106.26 

TOTAL 
SESSION 
-8.00 



=> s (complex regional pain) or (reflex sympathetic dysrophy) 
1391653 COMPLEX 
71428 REGIONAL 
56916 PAIN 

172 COMPLEX REGIONAL PAIN 

(COMPLEX (W) REGIONAL (W) PAIN) 
26038 REFLEX 
40928 SYMPATHETIC 
0 DYSROPHY 

0 REFLEX SYMPATHETIC DYSROPHY 

(REFLEX (W) SYMPATHETIC (W) DYSROPHY) 
L6 172 (COMPLEX REGIONAL PAIN) OR (REFLEX SYMPATHETIC DYSROPHY) 

=> s 15 and 16 



0 L5 AND L6 



=> s 14 and 16 
L8 



0 L4 AND L6 



=> fioe stnguide 

FIOE IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> file stnguide 
COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
49.62 119.94 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 



TOTAL 



CA SUBSCRIBER PRICE 



ENTRY 
-8.00 



SESSION 
-8.00 



FILE ' STNGUIDE ' ENTERED AT 08:40:07 ON 19 FEB 2008 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Feb 15, 2008 (20080215/UP) . 



=> file hcaplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.06 120.00 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0.00 -8.00 

FILE 'HCAPLUS' ENTERED AT 08:40:43 ON 19 FEB 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 



FILE COVERS 1907 - 19 Feb 2008 VOL 148 ISS 8 
FILE LAST UPDATED: 18 Feb 2008 (20080218/ED) 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> s (TNF-alpha) or (tumor necrosis factor) 



74205 TNF 
1744875 ALPHA 

562 81 TNF-ALPHA 

(TNF (W) ALPHA) 
440722 TUMOR 
136064 NECROSIS 
1101543 FACTOR 

73322 TUMOR NECROSIS FACTOR 

(TUMOR (W) NECROSIS (W) FACTOR) 
L9 92620 (TNF-ALPHA) OR (TUMOR NECROSIS FACTOR) 



=> s 15 and 19 



19 L3 
22928631 PY<2003 
4476249 AY<2003 



3951450 PRY<2003 
L10 5 L5 AND L9 



=> file stnguide 
COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
2.69 

SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
122.69 

TOTAL 
SESSION 



FILE 'STNGUIDE' ENTERED AT 08:40:49 ON 19 FEB 2008 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Feb 15, 2008 (20080215/UP) . 



=> file hcaplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.12 122.81 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0.00 -8.00 



FILE 'HCAPLUS' ENTERED AT 08:41:53 ON 19 FEB 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Feb 2008 VOL 148 ISS 8 
FILE LAST UPDATED: 18 Feb 2008 (20080218/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s (complex regional pain) or (reflex sympathetic dystrophy) 

1391653 COMPLEX 
71428 REGIONAL 
56916 PAIN 

172 COMPLEX REGIONAL PAIN 

(COMPLEX (W) REGIONAL (W) PAIN) 
26038 REFLEX 



40928 SYMPATHETIC 
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L13 ANSWER 1 OF 9 HCAPLUS COPYRIGHT 2008 ACS on STN 
TI Use of TNF-a inhibitors for treating nerve root 

injury and other nerve disorders 
AB The invention discloses a method for treating nerve disorders in a mammal 

or a vertebrate by administering a TNF-a 

inhibitor. The invention also discloses the use of a TNF-. 

alpha, inhibitor in the preparation of pharmaceutical compns. for the 

treatment of nerve root injury and other nerve disorders. 
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TI Use of TNF-a inhibitors for treating nerve root 
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TI Method of biochemical treatment of persistent pain by inhibiting 
biochemical mediators of inflammation 

AB The invention discloses a method for the biochem. treatment of persistent 
pain disorders by inhibiting the biochem. mediators of inflammation in a 
subject, comprising administering to the subject any one of several 
combinations of components that are inhibitors of biochem. mediators of 
inflammation. The process for biochem. treatment of persistent pain 
disorders is based on Sota Omoigui ' s Law, which states: 'The origin of all 
pain is inflammation and the inflammatory response'. Sota Omoigui ' s Law 
of Pain unifies all pain syndromes as sharing a common origin of 
inflammation and the inflammatory response. The various biochem. 
mediators of inflammation are present in differing amts. in all pain 
syndromes and are responsible for the pain experience. Classification and 
treatment of pain syndromes should depend on the complex inflammatory 
profile. A variety of mediators are generated by tissue injury and 
inflammation. These include substances produced by damaged tissue, 
substances of vascular origin as well as substances released by nerve 
fibers themselves, sympathetic fibers and various immune cells. Biochem. 
mediators of inflammation that are targeted for inhibition include but are 
not limited to: prostaglandin, nitric oxide, tumor 
necrosis factor a, interleukin la, 

interleukin 1(3, interleukin 4, Interleukin 6, and interleukin 8, 
histamine and serotonin, substance P, matrix metalloproteinase, calcitonin 
gene-related peptide, vasoactive intestinal peptide, as well as the potent 
inflammatory mediator peptide proteins neurokinin A, bradykinin, kallidin 
and T-kinin. 
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TI Method of biochemical treatment of persistent pain by inhibiting 

biochemical mediators of inflammation 
IN Omoigui, Osemwota Sota 
PA USA 
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Methods of using and compositions comprising selective cytokine inhibitory 
drug for treatment, modification and management of pain 

Methods of treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of a 
selective cytokine inhibitory drug, or a pharmaceutically acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery, psychol. or phys . 
therapy. Pharmaceutical compns . , single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 
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Methods of using and compositions comprising selective cytokine inhibitory 
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TI Preparation of 2- (f luoroalkoxyphenylalkyl ) -1, 3-dihydroisoindolones as 
PDE4, TNF-a , and/or MMP inhibitors 

GI 



0— Rl 




0 OH 



AB Title compds. I [wherein X1-X4 = independently H, halo, N02, NH2, CF3, 
alkyl, cycloalkyl (alkyl) , NR7R8- (alkyl) , R8C0NH- ( alkyl ) , 
NR7R8CONH- ( alkyl ) , R80CONH- ( alkyl ) , R80- (alkyl), imidazolyl ( alkyl ) , 
pyrrolyl (alkyl) , oxadiazolyl ( alkyl ) , triazolyl ( alkyl ) ; or XI and X2 or X2 
and X3 or X3 and X4 may be taken together to form a (hetero) cycloalkyl 
ring; Y = CO, CH2, CH2CO, COCH2, S02 ; Z = H, COR3, alkylsulf onyl ( alkyl ) , 
alkyl, CH20H, alkoxymethyl , CN; Rl and R2 = independently CHF2, alkyl, 
cycloalkyl (alkyl) ; at least one of Rl and R2 = CHF2; R3 = NR4R5, alkyl, 
OH, alkoxy, (un) substituted Ph, PhCH2; R4 and R5 = independently H, alkyl, 
OH, OCOR6; R6 = alkyl ( amino ) , Ph, PhCH2, aryl; R7 and R8 = independently 
H, alkyl, cycloalkyl ( alkyl ) , NR7R8-alkyl, R80-alkyl, Ph, PhCH2, aryl; or 
pharmaceutically acceptable salts, hydrates, solvates, clathrates, 
stereoisomers, and prodrugs thereof] were prepared For example, alkylation 
of 3 , 4-dihydroxybenzaldehyde with chlorodif luoromethane in the presence of 
K2C03 in DMF gave 4-dif luoromethoxy-3-hydroxybenzaldehyde (15%), which was 
further alkylated with bromomethylcyclopropane under the same conditions 
to afford 3-cyclopropylmethoxy-4-dif luoromethoxybenzaldehyde (100%). 
Reaction of the benzaldehyde with ammonium acetate in 95% EtOH, followed 
by addition of malonic acid provided 3-amino-3- ( 3-cyclopropylmethoxy-4- 
dif luoromethoxyphenyl ) propionic acid (52%). Condensation of the amine 
with 3-acetamidophthalic anhydride using sodium acetate in AcOH yielded 
the isoindoledione II (85%). I and their pharmaceutical compns., 
optionally in combination with another therapeutic agent, are useful for 
the treatment or prevention of diseases associated with phosphodiesterase 4 



(PDE4) inhibition, abnormal tumor necrosis 
factor a ( TNF-a ) levels , and/or 

matrix metalloproteinase (MMP) inhibition, such as myelodysplastic 
syndrome, myeloproliferative disease, complex regional 
pain syndrome, cancer, inflammatory diseases, and autoimmune 
diseases (no data) . 
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TI Methods for the treatment of pain and traumatic injury using benzamides 
and compositions containing the same 

AB Methods are disclosed for treating and preventing pain such as neuropathi 
pain, and traumatic injuries such as traumatic brain injury and acute 
spinal cord injury, which comprise administering effective amts. of a 
benzamide compound Pharmaceutical compns., dosage forms and methods of 
administration are set forth. 
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TI Methods for the treatment of pain and traumatic injury using benzamides 
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TI Method of treatment of persistent pain by inhibiting mediators of 
inflammation 

AB This invention relates to a method for treating persistent pain disorders 
by inhibiting the biochem. mediators of inflammation in a subject 
comprising administering to said subject a therapeutically effective 
dosage of said inhibitor. Said process for treating persistent pain 
disorders is based on Sota Omoigui's Law, which states: The origin of all 
pain is inflammation and the inflammatory response. Biochem. mediators of 
inflammation that are targeted for inhibition include but are not limited 
to: prostaglandin, nitric oxide, tumor necrosis 
factor alpha, interleukin 1-alpha, interleukin 1-beta, 

interleukin-4, Interleukin-6 and interleukin-8 , histamine and serotonin, 
substance P, Matrix Metallo-Proteinase, calcitonin gene-related peptide, 
vasoactive intestinal peptide as well as the potent inflammatory mediator 
peptide proteins neurokinin A, bradykinin, kallidin and T-kinin. 

AN 2004:162447 HCAPLUS <<LOGINID : : 20080219» 

DN 140:193061 

TI Method of treatment of persistent pain by inhibiting mediators of 
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TI Cytokine antagonists inhibiting tumor necrosis 

factor or interleukin-1 for treating neurological and 

neuropsychiatric disorders 
AB Methods for treating neurol. or neuropsychiatric diseases or disorders in 

humans by administering to the human a therapeutically ED of specific 

biologies are presented. The biologies of consideration include 

antagonists of tumor necrosis factor or of 

interleukin-1. The administration of these biologies is performed by 
specific methods, most, but not all of which fall into the category of 
anatomically localized administration designed for perispinal use. 
Anatomically localized administration involving perispinal use includes, 
but is not limited to the s.c, i.m., inter spinous , epidural, peridural, 
parenteral or intrathecal routes. Addnl., intranasal administration is 
discussed as a method to provide therapeutic benefit. The clin. 
conditions of consideration include, but are not limited to the following: 
diseases of the brain, including neurodegenerative diseases such as 
Alzheimer's Disease and Parkinson's Disease; migraine headache; spinal 
radiculopathy associated with intervertebral disk herniation, post-herpetic 
neuralgia, reflex sympathetic dystrophy, 

neuropathic pain, vertebral disk disease, low back pain, amyotrophic 
lateral sclerosis, chronic fatigue syndrome; and neuropsychiatric 
diseases, including bipolar affective disorder, anorexia nervosa, nicotine 
withdrawal, narcotic addiction, ale. withdrawal, postpartum depression, 
and schizoaffective illness. 
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TI Evidence for local inflammation in complex regional 

pain syndrome type 1 
AB BACKGROUND: The pathophysiol . of complex regional 

pain syndrome type 1 (CRPS 1) is still a matter of debate. 

Peripheral afferent, efferent and central mechanisms are supposed. Based 
on clin. signs and symptoms (e.g. edema, local temperature changes and chronic 
pain) local inflammation is suspected. Aim: To determine the involvement of 
neuropetides, cytokines and eicosanoids as locally formed mediators of 
inflammation. Methods: In this study, nine patients with proven CRPS 1 
were included. Disease activity and impairment was determined by means of a 
Visual Analog Scale, the McGill Pain Questionnaire, the difference in volume 
and temperature between involved and uninvolved extremities, and the reduction 

in 

active range of motion of the involved extremity. Venous blood was 
sampled from and suction blisters made on the involved and uninvolved 
extremities for measurement of cytokines interleukin (IL)-6, IL-ip 
and tumor necrosis factor-a ( 
TNF-a ) , the neuropetides NPY and CRGP, and 

prostaglandin E2 . Results: The patients included in this study did have a 
moderate to serious disease activity and impairment. In plasma, no 
changes of mediators of inflammation were observed In blister fluid, 
however, significantly higher levels of IL-6 and TNF-. 

alpha, in the involved extremity were observed in comparison with the 
uninvolved extremity. Conclusions: This is the first time that 
involvement of mediators of inflammation in CRPS 1 has been so clearly and 
directly demonstrated. This observation opens new approaches for the 
successful use and development of immunosuppressives in CRPS 1. 
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TI Increased production of nitric oxide stimulated by interferon-y from 

peripheral blood monocytes in patients with complex 

regional pain syndrome 
AB This study examines immediate nitric oxide (NO) release from monocytes 

following interleukin-ip (IL-ip), interferon-y 

(IFN-y), and tumor necrosis factor 

-a ( TNF-a ) challenge in patients with 

complex regional pain syndrome (CRPS) . Study 

patients exhibited the following: (1), mech. allodynia; (2), evidence of 
either vasomotor or sudomotor disturbance; and (3), concordant painful 
allodynia documented with quant, sensory testing that was temporarily 
abolished with sympathetic block. Ten subjects (CRPS, N=5; control, N=5) 
were enrolled. Peripheral blood monocytes were challenged with 100 |uL 
of IL-ip (1 ng), IFN-y (1 ng) , TNF-a 

(0.01 ng) , and normal saline (NS) and the resultant immediate NO release 
measured. Subjects with CRPS exhibited a statistically significant 
increase in NO release in response to IFN-y compared with controls. 
The NO responses to IFN-y in excess of NS and as the ratio 
IFN-y/NS were also significantly increased. 
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